<19>H#ffl«W (JP) 02) t2t H 45 |f £fc ^ (A) (H)tt§ftfW££*3 

#^2000-511189 
(P2000-511189A) 

(43)<&S 0 ¥^12^ 8 £29 B (2000. 8. 29) 

(so intci. 7 mim^- fi f-K-ym^) 

A 6 IK 9/14 A 6 IK 9/14 

9/12 9/12 
47/32 47/32 



"jHmat * * (^ 43 h) 



(2omm#^ 


^¥9 -542820 




(71) til® A 






(86) (22)tflKB 


5p^9^5^23B 


(1997. 5. 23) 








(85>mt&«tBB 


¥J£10*F1 1£ 24 B 


(1998.11.24) 






(86)Hfism«»^ 


PCT/US 9 7 


/O 8 8 9 5 




02139, tryyVyP, Ytfa-feyy 


(87)HS&&|«#^ 


W09 7/4 4 0 


1 3 




T^— a.— 77 




(87)BK&nB 


¥J£9¥H£27B 


(1997.11.27) 


(7l)ttt«A 


if X5M" h uu-— y 




(31)fil5feti^5B#^ 


6 5 5, 5 7 0 










(32)ffi5feH 


¥^8^5^248 


(1996. 5. 24) 






16802 


(33)«5fc*S*3BH 


*a (US) 






—7000, n— SoV J~\—Z>, 




(31)fil5tea±3R#^ 


7 3 9, 3 0 8 






Ui?— ±>?— 113, ^>~>;w^T 


(32)fil5feB 


¥i£ 8*P10J| 29 B 


(1996. 10. 29) 








(33)ffi$fc«*36S 


#B (US) 




(74)fsaA 














mm 





(54) Bgime^*] B*^©**iiia©&i&co^^KjfciKv^^ 



(57) immi 

u x x y ;v-t*&oD t 3 j mrnts* & # tfr t » <& 4>& < 

ifcl^oifly (75/1) «W**-T«iMlttotF 



(2) #^ 2000-51 1 189 

I^ot, £ d^&< t&50%<DW8t¥t>\ 5 fi m £30 fimtiDffliDMMsF 
2 . mU^L^(D^ <t%>90%t>\ 5 m £ 30 ^ m i:©^©fiI¥WMtt 

ff^ii i ^taico^o 

3. mmn^(D'P%:< £&50%t>\ 5 ^ m £ 15 ^ m £ (Dm^MM^m^^T 

5 . mmn^f)\ ixr : 
sm mm 

6. tuSB^UiXT-;^ ?im ^'J3-M tFu*i/mm, fecJ;^™ 

8. Mis* 0 '; (7 5 7i) 7x^7^yi, y>>>\ *3<ttf7 r ^— &s 

9. tuf3*°i;v-^ #y (?Lj^-co-U >>> -graft- U >>» *3<k£jF^y (?L^- 



(3) #^ 2000-51 1 189 
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Contr. Rel., 22: 263-272(1992) c LlfrU Sf^YX^^^tS d tlt^Tc 

n^O^m^^mmi^X^m^^NtT^o Heyder, J.B, J. Aerosol S 
ci. 17:811-825(1986) 0 Mffi%f£lZ^Mrffl&M<D^1FtVfr<Dfcib<D^ r&filO® 



(9) #^ 2000-51 1 189 

0 . 4g/cm 3 &ffi(D $ y *5 <fc 5 /i m £ 30 /a m t CO m O ^Ht^fc W S 



do) 



#^ 2000-51 1 189 



HHt x7ny;Htt<?)5!JX^- F-f^^^r— (cascade impactor) <DP? 
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1 Scl. 26:293-317 (1995) 0 MV£MW$&<OMM&&, JLTmV^fDMM^ttM 



(14) #^2 0 0 0-5 1 1 1 8 9 

So 



l^&^T&WMVfW&, cL fc^^^tj-Btl^ (Topics in Pharmaceutical Scie 
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So DalyB, Tetrahedron Lett., 29:5859 (1988) 0 h'J^X^^fffltSC 

•9- > ^ nfit o T , © 7c 46ffi jt ©i§f!IS^NCA^ £ $eif^^Jtc M^tl S 0 
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Kricheldorf, H. R. a -Am inoacid-N-Carboxy- Anhydrides and Related Heteroc 
ycles, Springer-Verlag, Berlin, 1987 ; £fc£b£Bclmanishi, Y. Ring-Opening 
Polymerization, Ivin, K. J. $5<fct5Saegusa, T. Hi, Elsevier, London, 1984 

QzMT&liffit, ^mmf^mm^nX^^o Sela, M.£>, J. Am. Chem. Soc. 
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r ^ y »A^PLALt ©sj^fcfev^T, u *J>®m<D$tw& iwte-r^ ;mi± 
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Mil (M^ti\ DMF, CH 2 C1 2 , feitf^nB©^) ^ts a W 
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thiowitzlocfct/Langer, J. Controlled Release 5, 13-22 (1987) ; Mathiowltz 

6, Reactive Polymers 6, 275-283 (1987) ; $3<fctf athiowitz^, J. Appl. Po 
lymer Sci. 35, 755-774 (1988) fclfBlt^ftTV^o 7a^^C)^^Ri±^ Ma 
thiowitzS, Scanning Microscopy 4, 329-340 (1990) ; MathiowitzS, J. App 
L Polymer Sci. 45, 125-134 (1992) ; fej;tfBenita^, J. Pharm. Sci. 73, 
1721-1724 (1984) tiotlHt^^S^^fc, t°'JV-©IR tYX 

M^^\ MathiowitzB (1990) , Benita, $5 Jctf JaffeC)>Ka#fF^4 > 272 > 398 

^icmm^n^o v^<^£d^§*'jt-m cm*.^ o.o5~o.2o g /mi©r^ 

nX7x7A\ fen#5o C<97ul£&±, TOt^^'JV- (M*.fcf. *° 
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^{[^H^ tlf^'J XXf;V^77 h 35]? 'J PLAL-Lys 

^nV/MS^ $&75\ fc<fctB£3t^ft\ M*.fc£. Gonda I TAerosols for d 
elivery of therapeutic and diagnostic agents to the respiratory tractj 

Critical Reviews in Therapeutic Drug Carrier Systems, 6:273-313, 1990', 
fecfctfMoren, TAerosol dosage forms and formulat ionsj JAerosols in Medic 
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ine. Principles, Diagnosis and Therapy, MorenSHk Elsevier, Amsterdam, 

v*?-frzmj&-£nrc£i*., zi<Dm±, mo&%nrcm$i<DBft(Dfflffli&m&z 
mmompmm s tc it ^#140 ; w # r ^ ^ tr y -r i- u# s <> ^ 
o:rny>jafflor H i i/>t$n#So unit, ^m>^y 

rm'ht:znmz>o 

n«j i : ^mtimm^m^ u [(p-^;v^^7^ y -^-y-yMikm 
c rpcpHj 

^^WjMgv^i; [(p-tijv^i/y^s^i/^-^vywmu tpcph 

J ))K^OTO<fc^^^L/co lOmg PCPH (MW^J25,000) ^3.0mWt^^-\y 
>^I«L/co CtDM^m^^. Mt^^l^^^fSfaL/cS.OmLO l % w/v 
7Ktt^U t£~/l^/I/3-;l/ (PVA. MW^25,00(X 88^/V%£fP7j<^?) ^tfUU 
^ LT <: Ol^ft* l ^Hi^lST^f y Lfc (Vortex Genie 2, Fish 
er Scientific) 0 %^ntc%B^<D^M^:95ml<D I %PVA£>Ao Tc \Z — 
C -^LT0.75-r>^C)^^7 o ^fflV^T l ^PEg6000RPMT*^^XL/c (Sil 
verson Homogenizers) 0 ^i^YXt^ Tlim^^^^y ^X^^w^ 
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HtiftitL7*c 0 m?%m&&$l^ Mfttogfr»^*^Pf(free-flowing powd 
er void)^#/c 0 i|^85~90% o 

|iJ^^MJf^^# -5 !Cg&^7LttT?&£ C L/to 0 . 4g/cm 3 

mM%\2 : PLAL-Lysfe<fctfPLAL-Lys-Ala^U V— SK^fecfctfn^UV— ^©-g- 
SJ^^fcl^PLAL-Lysfi? 

PLAL-Lysli^. 0. 5ml >>^ ^/I/X/V*^ F^^50mgO^^ h- V— 
U ^7? 1 - 5m 1 v?^ n n ^ ^ >^ flfT^frDT Til §^ L /c 
o CCO^V^—Wm^, ^ySOOrpmCQjEg^l^v^Y^— (Silverson) ^ffll^ 
T, 100ml©5 %w/v#U tf^/KT/VH— (¥^ v ?S25kDa, 88%ftp7j<^ 

M^L/co ^OBf^©^ pH^O.lN M0EWM(DmnK^.^X7 .0—7 .2(DmicL 

^$efc2^^fc 0 C ©tf ^4000rp (I600g) 10^051^ 

^tfe^oT^ML/c (Sorvall RC-5B) o ±Jf^f£T, ^LT§[H4000rpmt?10 

M$£*£L7*c (Labconco freeze dryer 8) 0 >>> ^Coulter* 

So ^rot?ii, o.4 g /cm 3 mffi(o#y7mm%7Fisrco 
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^^fitycifgV^PLAL-Ala-LysJfe^ 

100mgtDPLAL-Ala-LysS^0.41 b U 7;P^-n3i^ y — /W^^c^U 

T?15#ISK V — ^ — (Sonic&Material VC-250) ^MV^T, 100ml© 1 %w/v 
#U If— ;V7^;l/n— jVmm (TO^m25kDa, 88%MtK^) ^ Jc?L{fcL/c 0 
2 ml CD 1 %PVAMt^rM^fc^[l L. f btc jtrMJS^30#fi9^/l/x \y 
^XUc 0 ?g-&#J^100ml<O0.3%PVA^^t?e— ^7— fci£?-<£^\ ^Lt 

PLAL-LysfeJctfPLGA-PEGcO^W F^6&5iJ? U ttO^^^fcigV^li^ 
#f^L7*c 0 50mg<E>PLGA-PEGstf U V— (PEGO^^M : 20KDa, PEG:PLGA©MM|t 
1:2, : ?V ay K75I25) ^ lmlv^^trp^^^r^tc^fc^Lfc 

o 3 mg€>*° U ^ F-co- U S>» U U W*?^ 7h3^ U v-^0 . lml ^ 
^ is K ^ Ic^fi? U ^ L Tfl 1 CO # U V £ ^ Lfc 0 0 . 2ml 

(DTEMWfm (pH7.6) ^ 40W(DtH^J*t?10#^ 7o-^V^->3> (Sonic 
Material VO-250) fc£oT, *° U V— Tfy^^Lft: L/c 0 C©^l?LMfc2ml 
0^ZK^» L. 4000rpm^60#^^;l/5 : - *y ^ X ^ ^fflV^TT^ L/c 0 

#b/c 0 C^X^xT^SOOOrpm^SO^tDis^iifcctorWL/c 

M^M^mWM (SEM) (ci^T, PLAL-Lys-PLGA-PEG^W:, ^M^HfJSlcsa 
T^O#?L14^3d^/c 0 S?t±7 ^m<OT^*iW-rX^WL7c 0 PLAL-Lys£# 
U (mM> (PLA)3o££f/Sc7ci±PLGA-PEG:3^y ^-h<D~flsyYt>\ S^^fL 

14*5 «t: ot-t x^ isg-r 5 /c 46 k mm -z nm % 0 



(26) #^ 2000-51 1 189 

mm, ^'j^m ^m^j^:/ m%.i$, pva, peg&jo , ^mrsi* 

#S 0 Cft£cO&ffifc: < fcoTiHgJ£ftS*§'n\ FLAP, PLA, fe^l/PLGA-PEGOH 
^t7^G^IS^50:50 PLGAffi^, OTO^ttoT, t^fifc^T^l' 

fczn%^*hXTV> tmzx7\s—&i&?%z tfo&^rmmhrco 50:50 

tD^;H:t^Wt"§2.0gtD^U (D,L-¥L&-co-^U 3— (PLGA 50:50, Reso 
mer RG503, B.I. Chemicals, Montvale, NJ) *5 <fctf0.50 g OfX bXf n > (S 
igma Chemical Co., St. Louis, MO) ^ M^T\ lOOmLCtv^nn^^cfifC 
^^:^?S^bfco CO^-g-i^^MV^T^ Buchi laboratory spray-drier (model 
190, Buchi, Germany) ^fflV^T, SmL/^O^STO.SmmyX^^iiLTX^l^ 
-I^^Lfco to&mt<DffiMl±, 700nl/^T^^/c o ^AiUjS^30 o CH<:83;^U 
^LTMtHr^JS^25°CfcR5^L/c 0 T'XtfV— &-20— 25'*— ;KDS^^ 

T^o/fco fiTO. 0. 4g/cm 3 JXT© ^ 7 ^Jtt "3 T^S? fl/c 9 t , ^ 
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t? ffi. A *5 cfc tm ffi oMjS^Ij ;£ ^£ c £ ic £ o TJi* £ ft?# £ 0 

TcO^flB^fflV^T. X/Wl^iiaDilLfco 2.0mL<D7jctt<D10%w/v FITC- 
f+Xh^y (MW 70,000, Sigma Chemical Co.) 7jcJ§m^ lOOmUOv^nn;* 
$f>r$2%v/v<D#V (D,L-?L^) (LA, Resomer R206, B. I. Chemicals)?^ 
tc^n — ^/mW^MM (Vibracell Sonicator, Branson) fc<£ D?Lft;L7c 0 ?LiS 
?^V>T, 700nl/B£HE>^i?£M (APfUS = 30°C, ftP?MS=21°C, -20 
mbarMH) ##oT, 5 mL/^O^tM^X^V— |^L7c 0 l&fitt, 56%t?&£ 
o *»t±, ^Ctf^M^o/c (0.4g/cm 3 ^©^^^Jg) o 

^T^^tC^U y^-Affi^, OTO^JHM^^TXyU— 0 

IflL/co 4.75 g U y^— A (Sigma) Jg, 95mL^0^^7j< (5%w/v^lS) 4^ 
Mfp L, LT0 . 5mnX X/V£> £ BuchiW^MXy V-|£M^ffll^TX y 
I^L/fco ffiftS^tOiSfStS^ 725nl/B#p E g^$,o/c 0 U y^-A?§?g©§f61^ 
97~100 o C€>t*/gAPt^T\ ftPtMS^55~57°CT2D% «£ 5 fcsx/£L7c 0 
1^1/-^-^ -30mbar£DMJ±^B^t-^J;^^^7SL7Co 'J^-AOTO 
m±C(^yn^rX^^^^#$n*:V^^^mt±i^n, ^-LT^t/^^fcigi^ 

^HSLfco 6.04g DEAE^Xhy^ (Sigma) ^ 242mL^HI^i?7j<k:?£J§¥ (2. 
5%w/v?g?£) U ■^Lro.5mmXX>*3 c ttfBuchiW^Xy^— f^H^ffll^T 
X^l/^ilfc, J±HI^O^i±, 750nl/^FKT?^o/'Co DEAE-^PXb^ 

/c 0 rXtfl^-^-^. -20mbarC>MJ±^B^&£5fct^L/c o ^7^^ 
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VmULtco 4.9gM/AP^X (Sigma) ^ 192mL^0S^ 7 j<fc^? (2.5% w/ 
vmW U ^•LT0.5mmyX;V*5c3:muchiW^X^ p l^— ^^fflV^TXy 
l^— ffcj&Lfco J±$ff^t<7)^t±, 650nl/^raT?^ofc 0 M/^n-XiW 

W ^ — ^ -30mbar<DMJ±^J5Sc , rS«fc < 9tc^Lfco ^^j¥WtlV^? 
(0.4g/cm 3 *?g©^^7 0 ^) (DlKiii36%T^^ ^ LT^XfEHfi 1 —15 

^Uxfl/y^U3^ (PEG) jJcig'ffi^H^&So LfrU Cliii, 

J6fc^gt$ns<fct)fe^v\ ^^iP-rs^e^^So peg^, 



WEOfeH^ OT©^f[i^ffl^TX7 f V— ttm^k^MMhrCv 5.0g PEG (MW1 
5,000—20,000, Sigma) ^ 100mLniH^i£7KJcigfl¥ (5.0%w/v?@y^) U ^ L 
TO . 5mn y X/I/ £> <fc tfBuch i ffl^X 7° 1/— 1£ j^^ffl 1^X7 b 0 J± 

T\ fflnrM ; g^34~35 0 C^^§J;^ fc^L/co TXtfP-^— ^ -22mbarO 
MJ±^B»§cfc^fc^L/c 0 ^^J^^Ifc^^? (0.4g/cra 3 *MO^^7° 
^Jg) £)l|5tgt±67 -^LT^YXiEH^ 1 ~15^mCDiSHTS»^/co 

H»H : PLALM^fccfctfPLAL-Lys^^n— ^^Vftm- MM 

5&?£V^) tit$SL7c 0 (6~7^m) feiWXM (3 

~4fimofi?ii) ^.mti^m^m^ (plal-lys) n^is&xfxy 

hn— /V€>|S< (PLAL) li?0^ffi±cD'; >>>r ^^S^, n— 

h^fflV^T^iiL/c 0 ^fL&PLAL-LysS? £0^ y 7°^Jgi±0. lg/cm 3 
T$>D, ^LTJ; D^S£D^V^PLALfi^O^^^jSlJ:0.8g/cm 3 T^o/c 0 
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5 : PLAU&f *5 <fc tfPLAL-LysSf <D x T u VMt 

~?&rcibl£, ^M^WtC^PLAL-Lyslif (^Um . 3 (i m) feefctfn^h 

20ragCi^M^¥^fcMV^^/ct±^<&l^»if^^^i/^X-tr;l/ (Eli Li 
lly) ^tAtl, CO^X-trA^, Sp inhaler ?£Mfr3«Agg (DPI) (Fisons) 
t£?SKU ^LTDPI^f^ffil^^/co lif^. DPI A^?> Mark I Andersen Impacto 
r (Andersen Samplers, GA) ^C28.3l/^WJS^\ 30#Pb1 xTnX/Wbb/c 
o 7L/-h^7-febyii (5%w/vol) ^fcrSSU %rl,TWt^T6Q°C<D*— 
y'yrp'? S-frmT^hy^^^tfU— hTZ>Htte£.V, Andersen Impactor© 
h^Tween 80 T?^ a&3 — V L/c Q xTny/Wfrfecfctfi**©^ Sf§ 
, V-^^^^?T^/c46fc^©^NaOH?t^ (0.2N) 
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IpLm&rf) L7*c 0 milt, DPI^Sffi^ig<&^ (PLAL) fi^OlO 

%^m^m^mr^^>^. t^To ami, ^xc^t^t^^tf^n 

m—~?&Z>m^~£z., 55%%MZ-%Q^.t}¥#}fo&^ (PLAL-Lys) W^lt, 

mjm~?&%o ^uiim^^ cplal-lys) w&fv&v^&v^mmz, 
ott?^ shirrs <fc5 fc. cc>m?m5Soh^#c>j^ht$)^o 
ig<&i> (plad STOSfc, DPi^s^^^fc^T'ny/wb'rs ; ixmi 

lcl±^ 40%^^©ig< &l^f£?ft\ MV^n^^n h n A'© /c#)<DSp inhaler DP 
I^m/to ^Ctf^fc^ (PLAL-Lys) Ifeffi, foti^$^x7ny 

©HUiDPl^tfifc) o 

H«J 6 : PLALIm^ *5 cfc PLAL-Lysfi^OY > If si?x n S /Mt 

£tl4Spraque Dawley^y h (150~200g) %fr#^.is (90mg/kg) /Z-i/^yi? 

y domg/kg) ^m^rmmhrco mmhrc^y ^.mmmum^mnt^ 

Harvard^ >^ Is— $ — \^Wt L /c^Wft ^ ^ — 7"^fflV^ T, mM <fc 9 ±T? # x 
— l4?ALfc 0 gj^, 300m 1/^20^1 »J^^MttL/c 0 50mg£D^M 
tf^fcig^ (LAL-Lys) £7*cfcM5< (PLA) 
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T^ji^l0ml£0HBSS7j<^-e^^Lfco tft^Jli^, ft 30ml(7}^ftWil£n§ 
%-£B!)MVrc 0 m&Wi (400g) ^S^MU ^ LT^W h^iKiftU 
LTCa + *5cfctJFMg 2+ 7x 7 — /VW F^££^Haiiks¥8ffi?§?£ (G 

ibco, Grand Island, NY) (HBSS) 2 mHc^#^L/c 0 lOOml^ tinMMWtk^: 
m^W^^<Otciblcm^W,htc 0 mfy(Dmm%, 10mlO0.4N NaOH^rJbnL 
fc 0 37°CT?12f%ffl<D'f^3rx.'<~- is 3 ^MO^^tliJ^Lfc (554nm£D 

gfj^M, 574nra0^m^M) o 0 2f±, SITO^raO^f ^X^n^Wt 

% 6.9^mOT£j[t^WL7c 0 ig< ^V^PLALli^ii, 6.7 mfO^It^W L 
fc c ^^©^77¥l^J{cMV^Jz^C)tt#%ti54.5^$>f3, ^ LT*g< ftV^lfr? 

, ^LT^< &V^iH'€>M L t±23.0^&o/c 0 

ig<&^ (PLAL) ^W±fc^fc^L/c C^fcjtAL/c^li^Sa 

©i^)7 9%) 0 c«t±, m<^m^o^y\£hxim } £tmm~c&v, t 
vr^^n^mnm^iK^^v-^xt—m^rco ^ntj^m^n^ (pl 

AL-Lys) Sfltff)^5 4 %^f"eftf t^o L^bt, MW^jlA 

o 

1 5ml©HBS S T^LT«?OtSIi|5J^7vfc b/c c ^IIMI* 
#j&L^I8£U f U2mlOHBSS t^jglt, ^ LT*fc? ©St^lfil^tf' 
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l) £JSf>, 2) ffu 3) mL 4) ft, 5) Tj:$$MfottJ&?%o Tct^ 20 
t) , ifrft ¥3 0 < C>lte^tl^fc^ PLAL-Lys T^T 

7 :YyX'j >%*gts P L G A mLi^km^liWL^iD^ y t£^£D 
¥%mW<£> 5 fi mX*%> 0 , ^ll'W&^(D^Um± 5 fi m^^5 (H 4 



^ 3 0 0ml /ftlct: 1 0 — 2 0^(D^»JS^Mbfc o 2^(D^^y©l7 

g^^L/c 0 ^LT, 1 ~2E^p B ^ft^ltil^ML/c 0 ifitfS+f-^ 

W>7M7y^g®iSi:fi#U B^tjIHU *-LT±if^ 7^^TA 
/7yW (ICN Pharmaceuticals, Costa Mesa, CA) ^«ILT, (FTOIfefc 

Ife7ybY (Sigma) ^^fflLTrIiJSL7c 0 nyhn^Mfcti 
^?L14 (04) fe££J^#?L14 (0 5) ©MTjOtfc^fco^T, ilO^yX'J 
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(p<0. 05), TO^/t*^>XUylSEil^ / >=5:< £fc9 6 Ph^K (0 
. 0 4 < p< 0 . 2 ) o 

, m 6 t/^JtiS <fc 5 ^ ^?L14Y VX U C^Af^M^ZI^ l 0 HtRBfcfciu 

P L G A # U ^ e> <D^? <D IWHU&^+B'&SfcEfi 7 — /Wi, ^Mfcfg 
(S.Cohen^ Pharm.Res. 8, 713(1991)) 0 A^ fr^Tl'MiL^ ti 

LTi±, ^T&i^^rtr^-rvxy vc^w^r^-r^e 'jf^-a, 8 7.5 

ifU-r^— ^C5o J:t^fc<fct), ZWCKWLfo^T nV 

E'ljf^- i± N 3 7.3%i:i^nTV>5 (P.Colthorpe^, Pharm.Res. 9, 76 
4(1992)) 0 MWrt^n-yfcg^n/t|£m*fKA#§^LT, 

^^\£ Vr^f— 6 . 5 %£flrn£tlTl/^ (F.KomadaB, J.Pharm.Sci. 83 
, 863(1994)) o 

Y^XU >-£9mi^#tt¥M (1 1#) , 2 — 2 4P#Pb1OEJ|P 0 1X 

^mi-m^om^, rnxmrn^, M&nmos o%±3%t>\ 

*3 0 , t LT^AO 4 8 Bf H^fcfcfc, 3 9 % ± 5 X^Mtf-^ k^^fc, Mm&Z 
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#3 0 , LttAO 4 8 EJff^fdi, 1 2 . 5 %± 3 . 5 %^*fc^£^A,'T?l^fe:o 

'hzm^jimi^tDrn'S, ^ao 4 sstmit ft^«jftffl<9 1 7 . 5 %± 1 . 

tc«4 %± 1 %*t?&o7*c 0 /Jn£&^?U*S?£>*§^\ 3&£1*Jt^fe£7*c±#L 
/c 0 />^^^?L1»^^X<^4 8f$RB^ OT££ti, t«Iffl©3 4% 
±1 2%^L^o ^ntcMLT. A^&^ttfA^*^, 8. 5%+ 3. 5% 
T^o/c (^AMB^ flfffflSv^n^r — v^ti, MM®M(D 1 0 0 %^Lfc 

H . Kawaguch i N Biomaterials 7, 61(1986) ; L. J .KrenisfecfcCfB. Strauss., Proc 
.Soc.Exp.Med. 107, 748(1961) ; S.Rudt&^tfR.H.Muller, J.Contr.Rel. 22, 2 
63(1992)) ^it§ 0 

mMW 8 : fX r- Xf n i/^ts P L G A ^?L14*i?© Y > t: ^tcd^T n V> 
ft 

^7^'Jf^ ^?Lteli? O^YXtD±iA^ffi5lt-§^ H 

7 Hc&#L/c 0 ifiritf X r-Xxn^mS^, ^ASfc«&tMcW H l£C> 
ittLT^^-L/c (07*5<£^8) o Tct^, fXhXfnycMtt^ 
MTOM 0 — 2 O^OTOoTfe, i?SOfXhXfn>l/^/Wl, 1 2 BtP^ 
-24 TO^PbI '^yZy^Z/ F l/^^t^^.Ti#t5 ( p < 0 . 0 5 ) 
o J&Ti£tffc:>Etr5T- X hXf n^c^W^T^Y^lf 'Jf -Y — 2 0.4^ 
mifi@<05te? (0 7) fc-OV^Tfct 17 7%, ^LTlO.l ^ miStlC>#?L1» 
? (i8) fcov^T^ 5 3 %*t?&£ 0 

2 0.4 ji mii^cDTOii:^, ^^L'l^T^^^cj^ffliii^^^iafi 

(D.Ganderton, J .Blopharmaceutical Sciences 3, 101(1992)) <fct)$Jl OjtfA 
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U-r-Y— ©if^±, #^g-r^T?^5 0 PRA*3«fct5^T3^hn — 

iWX©5 0 : 5 0 P L G AMi^dOV^TfWIS^^nTt (P. Le Corre 
6, Int.J.Pharm. 107, 41(1994)) , gcBfW^-f ^ tT b n^O^ffi^f^X^— )V 

, ^D/jN^^^^?Ltti»ti^c^^a^ii:@^wt-§M^) ffp^iiAL 
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